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DETAILED ACTION 

Claims 1-25 are pending in tlie instant application. 

Priority 

This application is a 371 of PCT/US04/26910, filed 08/20/2004, which claims 
benefit of 60/498,309, filed 08/28/2003, and claims benefit of 60/535,542, filed 
01/12/2004. 

Information Disclosure Statement 

The information disclosure statement (IDS), filed on 9/21/2007 has been 
considered. Please refer to Applicant's copy of the 1449 submitted herewith. 

Response to Election/Restrictions 

Applicant's election with traverse of Group I, compound claims 1-6 and 13-17, in 
the reply filed on 4/15/2009 is acknowledged. Also, the election of 2,2- 
bis(nitroxy)propyl-2-(N-((2'-(1H-tetrazol-5-yI)biphenyl-4-yl)methyl)pentanamido)-3- 
methylbutanoate for search and examination purposes is acknowledged. Applicants did 
not distinctly and specifically point out the supposed errors in the restriction requirement 
so the election has been treated as an election without traverse (MPEP § 818.03(a)). 
Therefore, for the above reasons, the requirement is still deemed proper and is 
therefore maintained. 

Scope of the Elected Invention 

Claims 1-25 are pending in this application. Claims 4-5, 7-12, and 18-25 are 
withdrawn from further consideration by the examiner, 37 C.F.R. §1 .142(b), as being 
drawn to a non-elected invention. The withdrawn subject matter is patentably distinct 
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from the elected subject matter as it differs in structure and element and would require 
separate search considerations. In addition, a reference, which anticipates one group, 
would not render obvious the other. 

The scope of the elected subject matter that will be examined and searched is as 
follows: Claims 1-3, 6 and 13-17 drawn to compounds of formula (I), 



Y3 is a carboxamide moiety of formula (2), 
Z3 is -CH; 
R10 is H; 
D4 is H; 
U3 is O; and 




, depicted in claim 1, page 94, wherein: 




X3 is a tetrazole moiety of formula (1), 
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ONO2 

OsNO^ 

D1 is 



Summary of the Elected Invention 

The instant invention is drawn to nitrosated or nitrosylated connpounds. In 
particular, Applicants have elected the compound 2,2-bis(nitroxy)propyl-2-(N-((2'-(1H- 
tetrazol-5-yl)biphenyl-4-yl)methyl)pentanamido)-3-methylbutanoate, 

O.NO^,' 




, for search and examination purposes. 
This compound is also known as nitrosated or nitrosylated valsartan. Valsartan is (2S)- 
3-methyl-2-[N-({4-[2-(2H-1,2,3,4-tetrazol-5-yl)phenyl]phenyl}methyl)pentanamido]- 



butanoic acid, . The difference between the instantly 

claimed invention and the known valsartan compound is that the instantly claimed 
compound is nitrosated or nitrosylated at the instant D1 position. Claims 1-3, 6 and 13- 
17 read on the instantly elected species. 
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Claim Rejections - 35 USC § 112, 2"'^ paragraph 
The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claim 3 is rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the Invention. Claims must stand alone to define the invention and 
incorporation into claims by express reference to the specification is not permitted. Ex 
parte Fressola, 27 USPQ 2d 1608. Claims that require one to read the specification to 
determine the metes and bounds of the invention are repugnant to modern practice in 
the Office and are properly rejected under 35 USC 112, 2"^ paragraph, as failing to 
particularly point out and distinctly claim the invention, jd. At 1609. Specifically, claim 3 
claims a list of nitrosated or nitrosylated compounds using the ACS registry numbers 
(i.e. 124750-92-1) and other shorthand to describe the compounds (i.e. SR-47436). 
This requires one to read into the specification to determine the metes and bounds of 
the claim. Therefore, claim 3 is rejected as indefinite and appropriate correction is 
required. 

Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(e) the invention was described in (1) an application for patent, published under section 122(b), by 
another filed in the United States before the invention by the applicant for patent or (2) a patent 
granted on an application for patent by another filed in the United States before the Invention by the 
applicant for patent, except that an international application filed under the treaty defined in section 
351 (a) shall have the effects for purposes of this subsection of an application filed in the United States 
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only if the international application designated the United States and was published under Article 21 (2) 
of such treaty in the English language. 

Claims 1-3, 6 and 13-17 are rejected under 35 U.S.C. 102(e) as being 
anticipated by Loscaizo, et al (U.S. Pat. No. 6,635,27361 , filed October 27, 2000). In 
claim 29, found in column 22, the method of using a nitrosated angiotensin II receptor 
antagonist is claimed. In column 6, starting approximately line 61 , the definition of 
angiotensin II receptor antagonist is defined as valsartan. Therefore when the claims 
are given its broadest reasonable interpretation, the instantly claimed nitrosated or 
nitrosylated valsartan compound was claimed and taught in U.S. Pat. No. 6,635,273. 

The applied reference has a common assignee with the instant application. 
Based upon the earlier effective U.S. filing date of the reference, it constitutes prior art 
under 35 U.S.C. 102(e). This rejection under 35 U.S.C. 102(e) might be overcome 
either by a showing under 37 CFR 1.132 that any invention disclosed but not claimed in 
the reference was derived from the inventor of this application and is thus not the 
invention "by another," or by an appropriate showing under 37 CFR 1 .131 . 

Claim Rejections - 35 USC §103 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 
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The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1, 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

Claims 1-3, 6 and 13-17 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Buhlmayer et al., US Pat No. 5,399,578, published March 21, 1995 in 
view of Loscaizo, et al, U.S. Pat. No. 6,635,27361 , filed October 27, 2000. 

The instant invention is drawn to nitrosated or nitrosylated compounds. In 
particular. Applicants have elected the compound 2,2-bis(nitroxy)propyl-2-(N-((2'-(1H- 
tetrazol-5-yl)biphenyl-4-yl)methyl)pentanamido)-3-methylbutanoate. 




, for search and examination purposes. 
This compound is also known as nitrosated or nitrosylated valsartan. 

Determination of the scope and content of the prior art (MPEP ^ 2141.01) 
Buhlmayer teaches how to make and use valsartan. See US Pat No 5,399,578, 
claims 1-7, column 64. Valsartan is (2S)-3-methyl-2-[N-({4-[2-(2H-1,2,3,4-tetrazol-5- 
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yl)phenyl]phenyl}methyl)pentanamido]-butanoic acid, 

Valsartan is an angiotensin II receptor antagonist (more commonly called an "ARB", 
which stands for Angiotensin Receptor Blocker), acting on the AT1 subtype. In the 
U.S., valsartan is indicated for treatment of high blood pressure, of congestive heart 
failure (CHF), and post-myocardial infarction (Ml). It is marketed by Novartis under the 
trade name Diovan. In 2005, Diovan was prescribed more than 12 million times in the 
United States and global sales were approximately $6 billion. 

Loscaizo teaches a method of using a nitrosated angiotensin II receptor 
antagonist is claimed. In column 6, starting approximately line 61 , the definition of 
angiotensin II receptor antagonist is defined as valsartan. Therefore, nitrosated 
valsartan was claimed and taught in U.S. Pat. No. 6,635,273. Also see U.S. Pat. No. 
6,635,273B1, filed October 27, 2000, claim 29, column 22. 

Ascertainment of the difference between the prior art and the claims (MPEP <$ 2141.02) 

The difference between the instantly claimed invention and the known valsartan 
compound is that the instantly claimed compound is nitrosated or nitrosylated at the 
instant D1 position with various NO or N02 groups. It is noted that the instant claims 
generically claims a NO or N02 group at the D1 position. It encompasses a variety of 
different compounds as long as there is a NO or N02 moiety in the group. 
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Finding of prima facie obviousness - rationale and motivation (MPEP ^ 2142-2413) 

However, in the absence of showing unobvious results, it would have been 
obvious to one of ordinary skill in the art at the time of the invention when faced with 
Buhlmayer and Loscaizo that valsartan can be nitrosated or nitrosylated. Although 
Loscaizo and Buhlmayer are silent as to the nitro moiety at the D1 position, it would be 
obvious to a skilled artisan to add various nitro moieties at that position. 

The claims will be given its broadest reasonable interpretation. The instant 
invention is drawn to nitrosated or nitrosylated compounds. These terms are 
understood by a skilled artisan to mean any compound containing a NO or N02 group. 

Nitrosated or nitrosylated compounds are well known in the art. For example, 
Garvey et al. teaches how to make and use nitrosated or nitrosylated taxane 
compounds. See US Pat No 6,656,966 82, claims, especially claims 33-35, column 60, 
wherein various nitro groups are described. Garvey teaches how to make various nitro 
moieties off the taxane compound. See column 30, approximately lines 17-47, wherein 
the term "nitric oxide" is further defined as encompassing any nitrogen monoxide 
releasing, delivering, or transferring compounds. Garvey also teaches that nitrosated 
and nitrosylated compounds have additional therapeutic effects to specific patient 
populations such as the elderly, wherein the compounds will reduce side effects in 
patients affected by oxidative stress and/or endothelial dysfunctions. 

Guided by the teaching of Buhlmayer and Loscaizo one skilled in the art would 
be able to make the instantly claimed nitrosated or nitrosylated valsartan compounds. 
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The motivation would be to prepare similar compounds that are pharmacologically 
active to treat cardiovascular disorders. 

The instant obviousness rejection is based on the close structural similarity of the 
instantly claimed compounds to the prior art compounds and the common utility shared 
among the compounds. There is an expectation among those of ordinary skill in the art 
that similar structural compounds will have similar properties and that modification of a 
known structure is mere experimentation within the means of a skilled artisan. See 
MPEP 2144.09(1). Optimization of a known compound is mere experimentation and is 
not patentable over the known compound. Therefore, claims 1-3, 6 and 13-17 are 
rejected as obvious over the prior art. 

Telephone Inquiry 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Susannah Chung whose telephone number is (571) 
272-6098. The examiner can normally be reached on M-F, 8am-5pm. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Joseph McKane can be reached on (571 ) 272-0699. The fax phone number 
for the organization where this application or proceeding is assigned is (571) 273-8300. 
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Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). 

/Susannah Chung/ 
Examiner, Art Unit 1626 



